Thromboxane A2 mediates cisplatin-induced apoptosis of renal tubule cells.
The purpose of this study was to elucidate the role of thromboxane A2 (TXA2) in cisplatin-induced apoptosis of mouse renal cells derived from the terminal proximal tubule (S3). RT-PCR analysis revealed that S3 cells express TXA2 receptor mRNA. A TXA2 receptor antagonist, KW-3635, dose-dependently inhibited cisplatin-induced apoptosis of S3 cells. Treatment of S3 cells with a TXA2 agonist, STA2, induced a significant decrease in their viability and resulted in the characteristic ladder pattern resulting from intranucleosomal DNA cleavage. Treatment with KW-3635 resulted in attenuation of the increase in c-fos mRNA expression level in cisplatin-treated S3 cells. In conclusion, TXA2 appears to mediate cisplatin-induced apoptosis of S3 cells by inducing an increase in the level of c-fos mRNA expression.